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I, Veronique TROCHON-IOSEPH, residing at 33 rue Genie, 94400 Vitr>- 
sor Seine (FniTiceh declare and say Lhat* 
I sm citizeEi of France. 

I have a PliD degree ia Phamtaeoio^ and graduated fixjm Rmm 
X jniversits' (Frasice) in 199S. 

Since 2001, I have been employed by BioAiliaace Pii^irjaa Company as a 
Project Manager where I dwdoped the aj?ti -3j:)giogcnic. and jsiti-invasivs metargidin 
disintsgfin peptide project 

I am oae af the iBventors named in the afaove-idiKititlcd US patent 
application and I am tboroaghiy familiar with the subgect-mstter described and 
clakaed ths^in, 

i am aware tliat the Pmait Office coosidei^ tfaat the document Fansiow et al, 
(US Paisait No. 7,074,408) would teach to use disintegrin domain of xnetaorgidisi in 
tr^imeat of cancer and vessel formation. 



Sir: 



However, when i developed the aiiti-angiogeKic and anti-invasive 
metargidin disintegrin peptide project, 1 anticipated that expressioxj of a pdypeptKie 
coBsisting of ti^ mctasigidm disintegria domaia alone would probably be jeopardised 
because of |)i!ohlcms of iij^abiiify. 

Indeed, the disintegrin domain of mstaigi<S!i contams 15 cysteine residues in 
positions 5, 16, 18, 24, 28, 29, 34, 42, 48, 49, 52, 61, 68, 74, and 81 of th« 91 amino 

it is wdl known in fee art that pairings of cysteine residues in proteins occur 
by oxidation of their thiol groups and fomstion of disulfide bonds. EHsulfide bonds 
play an importaat mle iji the folding and stability of proteins as disulfide bridges 
between cysteine residues witiiin a polypeptide support the protein's tertiary structure. 

Because of its odd number of cysteine residues, I anticipated that at least one 
of the cysteine residues of the disinte^in domain of metargidin would nonnaliy be 
implicated in a disulfide bond witi mother domain of the entire metargidin jxrotein, 
thereby participating in llic stabilisation of the disnueprin domain. In a contEsct where 
the disintegrln doumjr. of j-netat^idin alone is exprcssal it was thus assumed that the 
Imk of this inter-doT5tai:i disu,li?dc bond due to tPsC absence of the other domain of 
metaj^din implicated in the disuiiKk; bond - wonld lead to instability of the 
idisintegria domain o f tnetar gi din. 

K4ore generally, a]; d;,s!n!i.'gdn domains of ADAM proteases contain an odd 
number of cysteine rcsitiue^ .mk; r. vas thus a prevailing assumj^on in the art tliat 
they would beuns5abic v hcn expressed alone. 

Before the filing date of the above-idenlilled patait application, when others 
undertook expressing tiie disintegrin domain of metargidin, e.g. for oharacterizatlcsn 
of its interaction with integrins, they produced a chimeric polypeptide comprising the 
entire extracelMar doman of metargidin (including the disintegrin doraaLn) fused to 
ti\e Fc portion of humao IgO. This west was published by Nath s4 al. in the Journal 
of Cell Science (112, (1999)}, and Natfe et al. expressly mentioned that a 

reascsi for the ccnatmction of this chimeric pnatein that the disintegrin alone may 
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not be stabk on its o\m (page 581, right-hasdet! ooliima, first paragrapli xmdcr the 
heading "ceU-chimeric adhesicai assays for laetargidiB binding"). 

Upon, reading &e entire corLteot of Fassiow el si. (US Patent No. 7,074,408), 
I would isot have come to the concbsioa thjfl: it possible to ^pt^ a stable 
polyiseptide consisting of ti» disintegtin domain of mstargidis only. 

Fanslow et al, essefitisliy disclosed that the ADAM disiategiin domain 
polypeptides are jSTErferentiaily in muUimenc form or in the form of fusion 
polypeptides. li is my ynderstanding that such forms wej'e prefcrentiaiiy 
contJMnplated by Fanslow ei al- because they wMd be m<«re stable thaa m ADAM 
disintegrin domain aloste. This is actually evidenced by fee feet that Faaslow et al. 
menticsned in column 9, la lises 19-21, that the oiigomes^ of ADAM disintegrin 
domains can be linked by disulfide bcM^s fosmed by cysteme resjdaes on diffeent 
ADAM disistegriti domain pol>pepti<tes. It thus appears evident Shat inultimearization 
was intended to stabilize ADAM disiategnn domains by establishing bridges 
between yis|Jaired cystdac residues of the disdn^ria domains. 

Additionaily, the ADAM disintegrin domain pohpeptid^ described in the 
examples of Fsnsio^v ct ai . m parucu>.-,r - . > ^ . > msi of chimeric proteins 
comprisir^g no^ of. y ADAM d-A.nVgnn d^^vxn. h.;. <Ui>o additional ADAM 
sequences i\ised to iha Fc region of an. j.'jim'unogiobuim. The presence of addslionai 
.'\DA\'' scqi.Ci'cc^ Cd-A S-c dra\',:i fH-rsi the of the AD.\M disiintcgrir. scqpc^icc in 
the mnhXmcL amsic cL 2^ tn 292 o' a r .r-ct for Aa\M-15dis-Fc 
disclosed Table 2, whcres-.s AD.A^■-;.*= d'snregr Joraa.:! is "onlj'" 91 ammo acid 
long). 

The overall dibobsure of Far. slow er al. b exactly consistent W5th tljc 
disclosure of Xath et ai, {supra) w-ho produced a chimeric pol}p?ptidc comprising the 
entire extraceUuiar domsua of metargidia fused tc tlie Fc portiosi of hiaaan lfi<j lo 
ciiciitaveat instability of the; disinte^n. domain siom^ 

Therefore, I do not believe that Fanslow et ^. would have taught or 
suggested using a polypeptide consistiag of the disintegria domain of metaigidin in 
treatment of eaacer and vessel fomstioa. 
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